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Abstract of corresponding document: WO8801864 
A method of preparing a concentrated liposome 
suspension having a lipid concentration of 
greater than about 250 um/ml and liposome sizes 
no greater than 0.4 microns. A solution of vesicle- 
forming lipids in a chlorofluorocarbon solvent 
passing from sealed feed tank (18) through 
feeder line (20) by pump (22) is injected through 
nozzle (24) into a sealed solvent infusion 
chamber (12) containing an aqueous medium, 
optionally also a water-soluble compound, and 
maintained at constant temperature and at a 
pressure of vacuum to about 200 mbar by 
vacuum pump (36). Extending into chamber (12) 
is a mixer (30) having a blade (32) and controlled 
by rheostat (34). Solvent drawn off by pump (36) 
is condensed in condenser (38) and collected in 
solvent-recovery tank (40). During the lipid 
injection and solvent-removal steps, the 
liposomes formed in the aqueous medium are 
extruded through a membrane to reduce 
liposome sizes to less than about 0.6 microns. 
The lipid injection, solvent-removal and extrusion 
steps are continued until a lipid concentration of 
at least about 150 um/ml is reached. The 
liposomes may contain reporters useful in assay 
(s) or drugs for administration. 
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&&¥l-!}QM?a (8) 
SIDK & <> * 3 v< * *. 9 *v 

-it(X^TA-TM f tllC- » * a ;, i"!0:M 5f*<# 
ft 3" S . f ? k * v .i *H v-ig Sffi 

«*#"-'-*•*. -tan**. * 

(»■» h^-J ? rf-SifCJ: « »4H»5. Li^t,. « 

* ■> * •/-* '> <^itst a y - .. s «« ea«t« 

< i ^ - * :S - - as r ?. c i ^ -5 « 8 :i «!3 * n it » 

STt'SiSl./; «*, 'I * - A. «5O~-«0K« * © * 7** w 

168 BEfc SS6iS t* «<: ftfSt 4 ■> at ilJSKtt fc 6 
fflS»!Scgf. S?ffi 3*1.* ■i-S.f-i.lt, «!BK4nt 



tivB. »4«t2. -/ us. ^.fciyffl*-?^- 

MT«»ot!a>.i«»i! <,'a* * n*. a* ft t «*c u, 
/f^T-se. vo -( y t 

ftc. SIS tt, # K l < Kt 1 SMfti iJigfi-«©±«*«>#' 
« < ii^S-lSK fEliirw«tl«iS« !«® f 4 

j. -5 c &m * *. a . *•**>*. ffiiatt. *s<tt)io~8«# 
trsaa. *yri;, ssnuisu « * i< -• '<• k * c 

T. S £• » I COO* ! f S r > S * tt -£ S J; ■> K: » Jt i K i . 
= ?A cat * * * JS*!K«T *. t&tSMttt, 

R-C**. C -f -ORAil* ■( Xcgt>5 * 
.(XS, o.i i ? a v - z '« ;• c : K ft 5 t rt .i * T e n, 

*. ;e4t!7?et!, ^ i« c :? >jt S rci * <- * 3 * S 2 
IB'-iSt-iilS-i.T, ^«5@*<»«j ) <!)fl»ia ; ift)<!> 

7* 0.4. *«« 1.9 ? * p v « 7i i 3 *T- 



v -v s.' ) e> b ® « f 4 i t *<■? * s . >j * v - j. # + ^ 
XiflS* H>£itSi.:if-} <^k. ; (?»©7 *^#-*«fflta 

it £ (ft « 4 1BK 1 lEISfcttStHiiSiSa-ti* fc'W-Cft 0.1 

s Bissau, yr® j; -)«a*«i^ 

9 . KiiftSJi 5 ) ajs®? < - 

* - t- V •>• ^«J)i'i:ic<tS, *■* 9 a* 

aSSriSicOHftS^'&WW^J^K? SitTi; sac- 
BfcKSt-flSSM*. Sf I « T ^ * J5 s 7" * *itas« Si"! 

ffl ^ 5, ft «, a i « s » ffl a is . t c< * ts » * « & * a ra t e . 

tit l' S J . S ft a* 7't.'Pii;4nt*i¥iift'*Sj£iii' > !*"« 
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tW'J. SfcWtfiL. S in 

J. * - .* *u: « , H«, tt A X B » l» f * ft 

«l*«»jif4*i5 -joiaajB*-*** * satiate , 

500 » « i| + 5 « ttff I, « * . C0<fc-> 

*SttB*»gEt«. * $ K ft % <?> w -r 4 1U f t « »; 5 0 K 



S . l-.S^«B!tjflC.Tt|iij30S,?B 0 ]/ 

l«Bil5J**JH9i: •- e>ft 2 l> i. .5)3 

« *T B a . *fS e > St 18* ft ft jMfffi&K oaf 
■S»-iZm#ttUHT *4. 2SJ6#I I Sit* SRfttJ-S* ■> 
k, «8*s**ftT-*»*r**.<t*»* f « fc ft c . 
S(»«K««ais*t**j'-L.ft. * 
Sifiveiscsjfl. aOKro, h s nti- * 

'•> % f J, J; ?j «,*7-*^<t»W*«TF***, 

'HEsarsss'iiiasft.*. s ! KjTcs^fcffligffi;&ft4SAa<i f 

fit. SB i fit'ej£-«ftJ; ■'- X * I * £ '1 >• t « i iti'j X- 
**fti?5. 

si . ia-tt jf jc^'iB a g- a 

l.Hja y*TH 32R3ftt * •< * ftiti: 
V-l*g«Si T * ft S-A 5- A fc%fc tj: J5i*« -?n 




■s-rf -©staff ifc»K5SH,fc - C t) ffi 

«tt£Wfti|rftftSM*0S*t (A) S»0iSA*J:»» 
*•! <1) y*JS-J><-5«ig ; <JV) a«rSt(8« 

?, t- tin ii t «;sai), * 

leCK'-SA.-? n*. afSaiiE/J T"srrft^<S^<ftte-*n, -? 

iS #t *,•>:, t- -/Totue ill * ;*4ne??f. Si« 
ft, *i»i5!'^ii{Si{S«',ri-.i,-)iylJ 1 gift 
S *lt 5 J: i * ^ « ? V 9 >/ v 7 I- * o 1 ; V- S U' ® &3 



issjs iiA '/i , if -i < J ? a. Sfey + v > r ceas ft 

ft* £»72£S* T 'J. K*g<4 1i, *6^*5" t tfSSSS 

ftfc » f/j*« «:j«h t ifi-&t«c«!«* ft r !• 5 . -. »s* 
sts#si£, riecitArui:.'. s^iat 

ft 5. 

FH ^76%K-C yyJSi: T^S, 

i. :»{!i;t»~-/!a, 
s- r)«ni;-ft-K5, ta s is - ns *5f t ft * « tr c 
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i?8Bfr»«WS lit 2. F V A l'7 , 92fl>«ADC 

»aefeT#9. »#^vsiagfK? ^c««*&tt>» 
*a*aw*a? ■* fl^-wcatT an- sib 

7 j -©71* -1' Xit. tftl (titt o . 2 » * u y # *i ± 
§ S V # v - A « fE t * * -1 i: « (R S *V 6 . i3 WW iS 7 -f 

* 7 ~ K fit » 4 ft A * © ( A S * '/ * V -i) a Sf « > ^ 

^81*0, si Si a =s --v -v iS a**, w £ » *■ ■* 

Ml*. *S f ))■> 5«)i(y-i) o»B*.aiS8^c<V«+* 
fir S It ? k a « H 3? © ft A « BJ Ji6 <5 Hx, - /(9^'>«M t 
IRITT* i t z k >} , Kftta»C4*ttStl», tt«*« # v 

;:»•>**■ j. © (5 ft i , 5 7®SfflE*i^ ; t t>'v 6- * = 

mm ta i eittA/wKJk* :t»»< ; w.m*®/<* 



»«-71-S01228 (10) 

R*>'t«. y-7*T8#» * ©? T ©«tfi*#tt 

si ^ © ja s e s * a s? i| «• ;4 ;s / ^ 1 x st A 0 a s- « * t > -; 

M£l»*r« !S.a*B8* $-5 ffSEtl/t'- 1 Set-, K»r9» 
.t, ; >, s 1 'f e '8 tf I*? E ji (t * ft 52 4ft i* K J", 4 'At !I5 s ft * , X 

ssi;st( a* ate B««eft-*:tiiasEiti>fliig6»^a 

ifit 5, (^W^iesWii. c : t tt 2 -5 o a i ti t « - t 

aA/ffiiKiff'JS^^fcic ) j^- a« J9»H t--c^5 



ei?8tii. ! .eisMfSE#nT!j. iw+esr/aa 

4 3S« U -C ',<-■<*■/- i. £SiS*- a. c: 

If . 9 s 9 Sift to ft &*> JSJtff « U cl * ■r TSStC .* 0 « 

©^««v>t:. i^ciBSf be a assies ®».ftKr® iE«t* 

COtE^-att,' XJKiflKJ-.*) t •£ H S «' M iC « ft 

*«^«*-*Kt***-$. isa L a S u o, i- j, 

* # o y*»&20» ^ « y*t!0IB •?»*«): XeBB 

8*n/ei»a»««*Aii 1 *?s4»©Bita«**ffl!a 

4 iu j> •?• ^ j, is ?i isi^ssy 5 . i£A i- x 



it, 

ABii*c v * >'~-'.a < » ? - 84 $ ia t - 

fj.)BS**Bill* f.0St'jTii, t©K»«. »K*JB» 

Si S * s> v 9 w »■ b a <£feS !i as A t it*. * « *»* a 
Sin* * i ± a i afr«c ? * v - iSS 

S^titJttaK. i © o a. r a S S ft Hi 5 . 



— io~ 
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X > ifSSfi^Se^^iSSitSv A- <r-ir-ir FM y <f> ;Sf to -• 

ssfi, /<*?«»sei-t, a dp «. a 

7 S> « (t 0 * A t =: O . :«CiStti«J. * 
A'. 

A.. i^VriJJil 

'J rfy IK ***»!*.*«, ISO®* *»W» 
<5 «T !S K IS if T 9 it *« 5'i' «*•* '5 * V- A««»C«'3^T 

Pi. is*<:!8i*fr*v* •> *v-itt. H.C.O** 

»*»-**>. sftt*««r*i / « « it s n * £ m s§ * * 
vrt. *^t*ftst).tt-*-? (Kit?. a* a. »® 

s mi£«**a«. - ®«fl9ifcai « 'J *' v - i •» 

7-it4(, * *i.»*.#fi? / >')*■/-« 
Jj t» rSS'-: *i l t ss>« * « r s . S2s, 4? K.*r*.jpft 
* ate ^ is « is, -a©ti»*«tt* 



» « V 1-5012X8 (11) 

t« < . 'j iv- ±2m&? * c si-^s a,, 
b , itaauiiLa 

Jl-{Cv^*.' ; j J ft U 6 8? *' fil 

+ .K A •Jf&JHtWttD 4«K Sii! b?<:6tT>- 4. * 

ftatt. fioi * y - as; v-*** f » * a 

f; r ti'iiiB. * r* s ft-t »»* 

2 X to B mi) C*BeeitT^*Jf9 «. BWrtMffifr&JS 

as fta trssaaftawcTJi"* s * v - * a s ? s. » . 

titwjiii, flSSSHiB. JS5i,te ? *v -x*-60* 
- j. us* «i«wiei;ttiA9 rase l t t&ss * a 



■>^ftii4»rsc.*i*«ia-ca«. 
c- iivitt 

i-4fi!assj-4*<, fe44>a= fee** a 

S iS 7 4 ffl C . 6 A K iff L. te © 3K T HL JS ^ Jt 4 , 
SiVili, llllRA^»»UT*»*iS£!)«»tlilRKieiES 

u 1 ± J / k , £ ft » * ■; - i s ssjs 1. K?iti?tf f a 



18*468* ft* C t. ©KSIStSillB 0*tt«»*: 9 *v-/.# 

sitmssE*!. i-sjai^T»sf5 ; 
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*jm±£mLsu> m ® a a 

7 * i ! >l- 3 1J if ( CO K 



C*««i«l Co.! St, lasis. BO) *tl»fc. *L 
f , *• ^ >; ■* b — & (f E) tjL y r< 'y -J- . f >J fc' -,. 

I'MncH Lipid; Sr-.Mi.sbM. Sl>«S98£. 

■*yn*iifM(it*^-»i'H sna io?i/*^ 

(i*H « r. ii I j tx. n L ft » 

H» -K!,m.# i'PJi/* i** y<cpjs 

S» 3 t . J A»-i* l,, * * 3 e ? + ! > w v - 

J- (DISSS tiffi vtfau SS! h« S< ■» ft . * 

«K«H t**3iai5J;'? J tKTJIfflii,*;. cP(ft*s?« ( 

.4. 43 * K ffitf 3 3 « S t«J»30 BS/»C 

* , h E,. ) */ 1 01? *4*«t4tf*-*aAtfc. ? / * * 

SE fteWW »6»r) KfiS. »fi<. i: «S,1 



34 H¥ 1-5012*8 («) 

ftJMfiSlSPM. 155 , 1M , 2»6 . WO . »0 , 350 . * 
Alts* Bj#> 12. EK l, ft. 



si 1 1.- 



s;t i. 



are* ) a. 3 ■9fl>HS««uK»>$S5ft£a!!&3*is£* 



.i t*« tti»» # 



km * t>v' & 



.iJWJ--«Se*'»sKT?3*.s 



m 

m 

m 

UK 



111 7 



24! , f.i 
iST.TJ 



.34.50 



ee.is 

19. ?8 

; ! -:b 



IW . ISO . ii».o ; .;00 t «.-.i,-sS(i>KR«ttTfO«# 
v - A e S * <a v iL T@ 5 * ■< XM y> 10 * * a v « ft It 

2#tt«-CSt. l&KttKBWLIMMOil TSi) 
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ft 1-501 (18) 



[utrc Cm-p. (H»U««, CA)0 9.4* # w » 

- HHUtsSt-TWiUy C 4Ci JJ 1M X IB K 6 *l ft. Z « ! J 

* ■/ - id as l, e st)»mi6nft» fpuas**. a' 

SBAeKSSKiiiSCi mo W fit *«± 



r<Wt3UH». 



fi-ftSa* <««-Fft3i I *J.k»*2> 8i®C 



• 4 i *if >\t3 >J yifKPC) alter* 

km L*(Jtn-utlt)*«», «.»*»*>, Ht5H?3-,>j 
4tH)*itf a - M7.--ti-* («-T) BSIJ.J Chemical 
Co. Ut.U'JSie, 110) ih^A^Li, 

ffiSPtdJJi? !\,%) . 3 U 7.? "-/>-- (Jit 

Kffi** i'? *«« ».S«*/'» 

A ft fit* 1*0 «{} c 3! iK ? ?i A «;ci-*0 ft h H h . z 

& aa<s aftK & it s s SB « * * ') * v - j. » .« a m*>» t/ 



» *r * c *. v? . •; * /-i i)trJ*<$ ft. JttM 

st to savages (T-eeaaa t 2ii©iHa»K-jt«TS* 

£ s # ji js f4 4 he & a .t # sa t t s * v - j. e « t- 
he i.. *t,r, v i- + 0ttitigis*aijsi.. stun 

K *=ir § n tSa. MrJ ft. i R.R '„ '■ . 2 -?« iS 0 ft * ^ f 
J- /OiT-t S-te©!?J& C%} -5 Jlfer 4 19 K !?!>*!, * 



MS. is 



v. 



•J y 3 



»7i/) - 5 - i i -••-;<< -i. + •;- > - s-ruflV- 

JL-) V / -* 10: I U/-,)S0 JlSlpK, 

a«BEiBK*«« jm»»i/m, -i- 4- « $? -•' •/ -:> > - i- 

S?8ffi**W *■ ? *ii* ! J o.S«E/S (fUK. 1 k6/»A 
T» »t*«Kff iH-*ftfflWl3*fl>-a>*. t8*Sl'l = 

MtU. tfC, -^S-t h*«>tt»«a«t*ffl«l,. 

SA5i.v. 

*?Lt. y**»/Hlt» *y-A«s«lt# 
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